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|. DATA GAP STATUS
Chronic toxicity, rat: No data gap; no adverse effect.
Chronic toxicity, dog: No data gap; no adverse effect.
Oncogenicity, rat: No data gap; no adverse effect.
Oncogenicity, mouse: No data gap; possible adver se effect indicated.
Reproduction, rat: No data gap; no adverse effect indicated.
Teratology, rat: No data gap; possible adver se effects indicated.
Teratology, rabbit: No data gap; possible adver se effect indicated.
Gene mutation: No data gap; no adverse effect.
Chromosome effects: No data gap; no adverse effect.
DNA damage: No data gap; no adverse effect.
Neurotoxicity: Not required at thistime.

Toxicology one-liners are attached.

All record numbers through 178038 were examined.
** indicates an acceptable study.

Bold face indicates a possible adverse effect.

## indicates a study on file but not yet reviewed.
File name: T032201

Revised by T. Moore, 3/22/01
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[1. TOXICOLOGY ONE-LINERS AND CONCLUSIONS

These pages contain summaries only. Individua worksheets may contain additiona effects.

COMBINED, RAT
**52008-006; 126875; 835; "24 Months Ora Chronic Toxicity and Oncogenicity Dietary Study on
ST-29285 (Buprofezin) in Rats' by M. Watanabe, Preclinical Research Labs, Centra Indtitute for
Experimenta Animals, Kawasaki, Japan; NNI-BUPROF-EUP-16; 11/10/92 (origind: 4/30/82);
ST-29285 (Buprofezin Technical; >99% purity); 0, 5, 20, 200, or 2000 ppm administered in feed to
55/sex/dose; interim sacrifices: 6 months (5/sex/dose) and 12 months (10/sex/dose); terminal sacrifice of
remainder a 24 months, mortality increased dightly w/dose in femaes (21/40, 22/40, 22/40, 26/41, &
27/40); body weight was gatigtically suppressed in high dose (HD) males thru wk 5 and in HD femaes
thru 6 months and occasiondly over the following 18 months, clinical Sgnswere not detected; Setigticaly
sgnificant increasesin HD thyroid weight at 6, 12, & 24 months (also in 200 ppm females at 12 months),
and in liver weight at 12 & 24 months; hypertrophy of centrilobular hepatocytes seen at dl sacrifices;
hyperplasiaof HD thyroid follicular epithdium seen at dl sacrifices, dso, hepatocyte necrosis &
hyperplastic nodules in both sexes, interdtitid pneumoniain maes, interditid heart edema and other heart
effectsin femaes were dl noted at the high dose; no sign of rena or hepatic dysfunction detected by PSP
or BSP excretion; tumor incidence was not affected by trestment; NOAEL, M/F > 2000 ppm; NOEL,
M/F = 20 ppm (based on histopathologic sgnsin various organ systems); Acceptable. (Rubin, 4/28/95)

CHRONIC TOXICITY, RAT
See combined, rat.

CHRONIC TOXICITY, DOG
**52008-005; 126872; 831; "IET 7907 (Buprofezin): Toxicity in Oral Administration to Beagle Dogs for
107 Weeks' by H.A. Cummins, Life Science Research, Stock, Essex, England; study 1D
#NNI-BUPROF-EUP-17; 11/10/92 (original report: 3/25/82); IET 7907 (lot #1 & 4; >99% purity)
adminigtered in gelatin capsules to 6/sex/dose at 0 (vehicle contral), 2, 20, or 200 mg/kg/day for 107
wks; no degths, no clinicd sgns, HD (high dose) males gained less weight than controls during the 1t 6
months & HD femaes gained less during the 2nd year; HD males consumed dightly less food; water
consumption was unaffected; hematology, urinalys's, ophthal moscopy, and macroscopic pathology were
negetive; akaline phosphatase was elevated in both sexes at the top 2 doses throughout the trestment
period and aanine aminotransferase a the HD from wk. 52 onward; thyroxine was lowered at the HD in
femaes from wk. 52 onward; bromasulphonphthaein retention was devated (not satisticaly sgnificant) in
females after 103 wks at the top 2 doses & in males a the HD; in femaes absolute liver weights were
elevated a the top 2 doses and relative liver weights at al doses; relative thyroid weights were elevated a
the HD in both sexes; bile duct hyperplasia occurred in both sexes at the top 2 doses; centriacinar
hepatocyte enlargement occurred in males at the top 2 doses and at the HD in femaes, NOAEL, M/F >
200 mg/kg/day; NOEL, M/F = 2 mg/kg/day (elevated serum akaine phosphatase & liver wt. and liver
structura changes); no adverse effects; Acceptable. (Rubin, 5/11/95)

ONCOGENICITY, RAT
See combined, rat.

ONCOGENICITY, MOUSE
**52008-007; 126878; 832; "NNI-750 (Buprofezin): 24 Months Ora Chronic Toxicity and
Oncogenicity Dietary Study in Mice" by A. Yoshida, The Ingiitute of Environmenta Toxicology, Tokyo,
Japan; study ID #NNI-BUPROF-EUP-15; 11/10/92 (original report: 4/26/90); NNI-750 (lot #5 & 7;
99.5% purity) administered in diet at 0, 20, 200, 2000, & 5000 ppm; 80/sex/dose; 24 months (104
wks.); a 52 & 104 wks. 10/sex were subjected to urindysis, hematology, blood chemistry, & necropsy;
death rate was not affected by treatment; 5000 ppm: retarded growth, decreased urine specific gravity,
elevaed liver weight and hepatocd lular swelling & hyperplasa, and dight anemiain femaes (the latter
after 52 wks only); 2000 ppm: dightly retarded growth and evated liver weight and hepatocellular
swelling & hyperplasia; 200 ppm: devated liver weight in males after 52 wks,; possible adver se effect:
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liver adenomas were devated in females at the top 2 doses (2/80, 2/80, 1/80, 7/80, & 8/80; p<0.05);
trestment-induced oncogenesis not observed in other tissues, oncogenic NOAEL = 200 ppm (liver
adenomas in femaes); non-oncogenic NOAEL = 200 ppm (hepatotoxicity in both sexes); NOEL, M =
20 ppm & F =200 ppm (liver weight increase at 52 weeks); Acceptable. (Rubin, 5/19/95)

REPRODUCTION, RAT
**52008-026 159290 834 *“Two-Generation Reproduction Study in Rats with Buprofezin® by S.
Toyohara, Toxicology Research Center, Imamichi Ingtitute for Animal Reproduction, Ibaraki, Japan
(Study #T-1108, report #458; 9/8/97). Test article (Iot #2AD0004P; 99.0% buprofezin) was
administered in the diet to 26 raty/'sex/dose at 0, 10, 100 or 1000 ppm. Dosing was commenced 10 wks
before mating of the P generation and continued through weaning of the F2 generation. Thus the feeding
period for the both generations was 19 weeks (10 wks premating, 3 wks mating, 6 wks gestation +
nursng). Litters were culled on day 4 to 4/sex. Standard observations for clinica and reproductive effects
were made. There were neither exposure-caused deaths nor clinical sgnsamong P or F1 parentals or
their offspring. Occasiond datisticaly significant increased body weights & food consumption among
dosed groups compared to controls were noted, though atest article etiology was unclear. Mean
compound intake was proportiond to dose level: P maes: 0.64, 6.46, 66.00 mg/kg/day; P femdes: 0.92,
9.21; 93.11 mg/kg/day; F1 males: 0.75, 7.42, 73.97 mg/kg/day; F1 females: 1.02, 10.20 & 99.57
mg/kg/day. P & F1 parenta estrus cycles and F1 newborn preputial separation & vagina opening were
unaffected. Mating & fertility indices were at or near 100% for al dose groups. Neither sperm production
nor function was affected by exposure. No significant differences anong dose groups were noted for
gestation length, # live newborns, # dead pups, # implants, pup viability on days 0, 4 or 21, or externa
abnormdlities. Pup weights were sgnificantly higher than controls at the MD & HD (F1 maes, day 0) and
at the HD (F1 femades & F2 maes, days0 & 4). F2 pup weight gains were statistically suppressed in
both sexes on days 7-14 of lactation. HD/P mde liver & kidney weights & femae adrend weights and
HD/F1 mde kidney wts showed satisticaly significant changes. No test article-related macro- or
micropathol ogic changes were detected among parents or offspring. Parental NOEL = 100 ppm (organ
weight effects). Reproductive/fetal NOEL (M/F) = 100 ppm (F2 pup weights at birth). Acceptable.
(Rubin, 2/11/98)

52008-009; 126882; 834; "Two-Generation Reproduction and Teratogenicity Studiesin Ratswith
Buprofezin® by T. Takeshima; Ingtitute for Anima Reproduction, Ibaraki-ken & Indtitute of
Environmental Toxicology, Tokyo, Japan; study 1D #NNI-BUPROF-EUP-20; 11/10/92 (origind report:
4/14/82); NNI-750 (lot #6; 99.1% purity); 0, 10, 100, or 1000 ppm administered in diet to FO
generation for 13 wks. prior to mating and continued in al animals through the F2b generation; 30/sex for
each mating; 10 dams bearing F1b or F2b fetuses were necropsied and the fetuses examined on gestation
day 21; histopath not performed; no deeths or clinical sgns related to exposure were evident during any
part of the study; HD body weights were suppressed compared to controls for the FO (both sexes, early
measurements); a possible suppressve effect on weight gain was present during both FO pregnancies, F2a
pup weights were affected at dl doses and al HD pups experienced suppressed weight gain during
lactation; food intake was suppressed in FO animals at dl doses during the 1t 3 wks.; no effect on male
fertility or femae pregnancy performance; increased mortality and decreased surviva of Flapupsat 10
and 1000 ppm was due to difficult ddivery or poor nursing and probably not test article-related; kidney
and liver wts. were consistently elevated; no adverse effects; reproductive NOEL > 1000 ppm (no
changesin reproductive indices); parental NOEL < 10 ppm (reduced body weightsin F1b);
developmenta NOEL < 10 ppm (reduced fetal weight in F1b & pup weight in F2a); Unacceptable
(histopathology not performed). (Rubin, 6/2/95)

TERATOLOGY, RAT
** 52008-008; 126984; 833; "Buprofezin: Teratology Study in the Rat" by T.J. Wightman; Life Science
Research, Eye, Suffolk, England; study ID #NNI-BUPROF-EUP-18; 11/10/92 (origind report:
5/14/87); Buprofezin Technical (lot #28; 99% purity); O (vehicle control, 10 mi/kg 2% agueous gum
arabic mucilage), 50, 200, or 800 mg/kg/day administered by gavage to pregnant animas from day 6-15
of gedtation; 22/dose; sacrifices performed on gestation day 20; materna deaths: 1 high dose (HD)
anima; maternd clinica sgns (al appearing a the HD): loose feces, urogenital staining, lethargy, hunched
posture, thin appearance, piloerection; body weight was stetic at the HD between initiation of treatment
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and gedtation day 10, after which the rate of weight gain was dightly less than controls, significant
reduction in HD food intake during trestment and pogt-treatment phases and a transient (day 14)
reduction in 200 mg/kg animals, significant increase in water consumption during treatment at 200 & 800
mg/kg; possible adver se effects: 4/21 dams showed totd litter resorption at the HD, HD dams carrying
young to term showed early post-implantation loss and reduced litter Sze & fetd weight; HD fetuses
showed increases in subcut. edema, small fetuses w/space between bodywall & organs, and incomplete
ossfication; 200 mg/kg fetuses showed dight reduction of supra-occipital & intraparietal bone ossfication;
maternal/developmental NOAEL = 200 mg/kg/day (totd litter resorption & other litter effects); materna
NOEL = 50 m/kg/day (increased water consumption); developmental NOEL = 50 mg/kg/day (reduced
ossfication); Acceptable. (Rubin, 5/25/95)

TERATOLOGY, RABBIT
** 52008-008; 126880; 833; "Buprofezin: Teratology Study in the Rabbit" by F.W. Ross, Life Science
Research, Eye, Suffolk, England; study 1D #NNI-BUPROF-EUP-19; 11/10/92 (origind report:
4/18/86); Buprofezin Technica (lot #28; 99% purity); O (vehicle control, 5 ml/kg 2% agueous gum
arabic), 10, 50, or 250 mg/kg/day administered by gavage to pregnant animas from day 6-19 of
gedtation; 17/dose; desths 2 animals receiving 10 mg/kg/day (not test article-reated); initid weight loss &
overal reduced weight gain occurred at the high dose (HD); HD food intake was suppressed until day 13;
abortions: 1 animd at 50 mg/kg/day; possible adver se effect: tota resorptions. 2 animas at the HD;
excluding tota resorptions, litter responses (# implantations & viable young, extent of pre- and
post-implantation loss, and fetal & placenta weights) and fetal morphogeness were unaffected by
trestment; maternal/developmental NOAEL = 50 mg/kg/day (tota litter resorption); maternal NOEL =
developmental NOEL = 50 mg/kg/day (reduced materna body weight & totd litter resorption);
Acceptable. (Rubin, 5/23/95)

GENE MUTATION
**52008-010; 126884; 842; "Buprofezin: An Evaudtion in the Sdmonella Mutagenicity Assay” by R.
Callander; 1CI Centrd Toxicology Laboratory, Cheshire, UK; study 1D #NNI-BUPROF-EUP-21;
11/10/92 (or|g| na: 7/27/88); Buprofezin Technica (lot #223—1 99.8% purity); after preiminary
cytotoxicity tests at 1.6-5000 mg buprofezin/plate in the TA100 strain were negative, 5 Sdmondla
typhimurium tester strains (TA98, 100, 1535, 1537, & 1538) were exposed -/+ SO microsomesto 1.6,
8.0, 40, 200, 1000, & 5000 (precipitate present) mg/plate for 64-68 hr @ 37:C in 2 separate
experiments; al doses and positive controls were run in triplicate; there were no positive increases in the #
of histidine revertantsin any tester srain -/+ S9; successful positive controls were run for each tester
grain; buprofezin is not mutagenic in the Ames assay under the present conditions, no adverse effects;
Acceptable. (Rubin, 6/14/95)

**52008-010; 126885; 842; "Buprofezin: Assessment of Mutagenic Potential Using the L5178Y Mouse
Lymphoma Cdll Assay" by M.F. Cross, ICl Centrd Toxicology Laboratory, Cheshire, UK; study ID
#NNI-BUPROF-EUP-22; 11/10/92 (origina: 7/29/88); Buprofezin Technical (lot #223-1; 99.8%
purity); preliminary cytotoxicity determinations. 2 separate expts. were conducted; - S9, clear cytotoxicity
evident at 31.6 mg/ml and above, though possibly present as low as 13.3 mg/ml in 1 expt.; +S9, clear
cytotoxicity at 100 mg/ml (solubility limit), possibly present aslow as 23.7 mg/ml; mutation determinations:
duplicate suspension cultures were exposed to buprofezin -S9 (2 expts., range: 13.3-42.2 mg/ml) and
+S9 (2 expts., range: 17.8-100 mg/ml) for 2 hr, after which the cells were washed, alowed an expression
time of 72 hr, and exposed a a dengty of 104 cdls/ml to sdective medium containing 2 mg/ml
trifluorothymidine and apportioned to 96-well plates; even at concentrations that were markedly
cytotoxic, no increase in mutation frequency (as would be reflected in a decrease in growth-negeative
wells) was detected, despite the success of the positive controls, no adverse effects; Acceptable. (Rubin,
6/15/95)

CHROMOSOME EFFECTS
**52008-010; 126888; 843; "Buprofezin: An Evaduation in the In vitro Cytogenetic Assay in Human
Lymphocytes' by C.A. Howard & C.R. Richardson; ICI Centrd Toxicology Laboratory, Cheshire, UK;
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study 1D #NNI-BUPROF-EUP-23; 11/10/92 (origind: 7/29/88); Buprofezin Technical (Lot #223-1,
99.8% purity); blood was withdrawn on the day of experimentation from 1 mae & 1 femae donor and
lymphocyte cultures initiated with hemagglutinin; 44 hr after culture initiation buprofezin was added to
duplicate cultures at 0, 0.1, 0.5, 1, 5, 10, 20, 40, 60, 80, & 100 (olubility limit) mg/ml, -/+ S9
microsomes, though only 0, 10, 60, & 100 mg/ml were subjected to karyotyping; exposure time: between
3 hr, 5minand 3 hr, 20 min; .2 hr prior to harvesting @ 72 hr, cells were arrested in metgphase w/10
mg/ml colchicine and chromosome spreads prepared; 100 metaphases/culture were examined
microscopicaly; no buprofezin-reated significant increase in mean % abnorma cdlls or in aberrations/cell
(excdluding gaps); positive contrals (-9, 0.5 mg/ml mitomycin C; +S9, 100 mg/ml cyclophosphamide)
were functiond; buprofezin is not consdered clastogenic under the present conditions; no adverse effects;
Acceptable. (Rubin, 6/19/95)

52008-010; 126887; 843; "Buprofezin: Micronucleus Test" by Y.F.X. Saski; The Indtitute of
Envirormenta Toxicology, Tokyo, Japan; study ID #NNI-BUPROF-EUP-25; 11/10/92 (origindl:
11/8/83); Buprafezin Technica (lot #17; 99.5% purity); Expt. #1: 6/sex/dose were exposed to asingle
trestment w/buprofezin at O (vehicle control, 2% Tween 80, dosed at 20 ml/kg), 6400, 8000, or 10,000
mg/kg (the high dose was run separately and included its own vehicle controls); bone marrow smears
prepared 12, 24, 48, or 72 hr after the high dose trestments or 24 hr after treatment at the other doses;
datidicaly sgnificant increases in % micronucleated polychromatic erythrocytes noted in maes at 6400 &
8000 mg/kg (0.03% in controlsvs. 0.15 & 0.20) and in both sexes at 10,000 mg/kg (males, 0.12 vs.
0.27; females, 0.10 vs. 0.30); arepeat expt. (same doses, 24-hr harvest) showed no effect (no postive
controls run); Expt. #2: 8/sex/dose were dosed w/buprofezin on 4 consecutive days at 0 or 10,000
mg/kg/day (no positive controls); bone marrow smears prepared 12, 24, 48, or 72 hr after the final
trestment; no Satistically sgnificant change in micronucle, though no positive controls were run; no
adverse effectsindicated; Unacceptable and not upgradeable (positive controls were not run in some
tests). (Rubin, 6/16/95)

DNA DAMAGE
**52008-010; 126890; 843; "Buprofezin: Assessment for the Induction of Unscheduled DNA Synthesis
[UDS] in Primary Rat Hepatocyte Culture’ by R.W. Trueman; ICI Centra Toxicology Laboratory,
Cheshire, UK; study 1D #NNI-BUPROF-EUP-24; 11/10/92 (origina: 11/15/88); Buprofezin Technica
(lot #223-1; 99.8% purity); fresh hepatocytes attached to coverdips were exposed to buprofezin and
3H-thymidine for 17-20 hr, washed, fixed, dried, and processed for autoradiography; the high dose (10°
M) was based on observation of clear cytotoxicity at 10 and 10 3 M and amodicum of toxicity at 105
M:; final doses: 0 (vehicle control, 0.5% DM SO), 10%, 107, 10°, & 10° M; UDS analyzed in .100
cdls/treatment (25-50 cells/coverdipped dide, 2-3 dides/treatment); 3 independent studies over this dose
range showed that the mean net nuclear grain count (nuclear count - cytoplasmic count) was less than O,
indicating unequivocal absence of UDS; positive control, 106 M
6- p-dimethylaminophenylazobenzthiazole, was functiond; buprofezin does not induce UDS under the
conditions tested; no adverse effects; Acceptable. (Rubin, 6/20/95)

NEUROTOXICITY
Not required at thistime.
SUBCHRONIC STUDIES

90-day Ord Toxicity, Rat

52008-003; 126865; 821; "A 90-Day Ord Toxicity Study of Buprofezin Rats' by M. Watanabe;
Preclinical Research Laboratories, Centra Indtitute for Experimenta Animals, Kawasaki, Japan; study
ID#NNI-BUPROF-EUP-13; 11/10/92 (original report: 7/18/86); Buprofezin Technical (lot #28, 99%
purity) administered in diet to 10/sex/dose at 0, 40, 200, 1000, & 5000 ppm; 90-day exposure period;
no deeths, no clinicd signs; body weights were dightly reduced a 1000 & 5000 ppm; food intake was
dightly reduced at 200, 1000, & 5000 ppm; high dose livers & thyroids were enlarged (also mae
thyroids at 1000 ppm); severa organ weights (including liver & thyroid) & organ-body weight ratios were
elevated, occasionaly at 1000 ppm; livers displayed hepatocdlular enlargement & thyroids displayed
increased follicular epithdid cdl height and hyperplasia, both a 1000 & 5000 ppm; round epithelid cells
were elevated in mae urine a 1000 & 5000 ppm; serum chemistry showed severd changes including
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elevation of cholesterol & phospholipids (dtatisticaly sgnificant at 5000 ppm) & lowering of plasma
glucose (datigicaly sgnificant in males a 200, 1000, & 5000 ppm) and triglycerides (Satisticaly
ggnificant at 5000 ppm); hemoglobin, hematocrit, & erythrocyte counts were dightly lowered at 5000
ppm; NOAEL, M/F > 5000 ppm; NOEL, M/F = 40 ppm (3.4 mg/kg for males, 4.1 mg/kg for females,
lowered plasma glucose and food consumption); Acceptable. (Rubin, 3/22/95)

13-week Ora Toxicity, Dog

52008-004; 126871; 821; "Toxicity Study by Orad Adminigiration to Beagle Dogs for 13 Weeks' by A.
Broadmeadow; Life Science Research, Eye, Suffolk, England; study 1D #NNI-BUPROF-EUP-14;
11/10/92 (origind report: 4/17/85); Buprofezin technica (lot #28, 99% purity); administered in gelatin
capsules to 4/sex/dose at O (vehicle contral), 2, 10, 50, or 300 mg/kg/day for 13 wks; no desths; clinical
sgns. subdued mood at 50 mg/kg (2/4 maes & femaes) and high dose (HD; 3/4 maes, 4/4 females),
ataxiaat 50 mg/kg (1/4 males) and HD (4/4 mdes, 3/4 females) (possible adver se effect), and
distended abdomen at 50 mg/kg (/4 maes) and HD (3/4 males, 2/4 females); food & water
consumption were dightly lowered @ HD; HD body weight gain in both sexes was suppressed; dightly
prolonged prothrombin timesin HD femaes, mean dkaline phosphatase (AP) was eevated in both sexes
@ HD and in maes @ 50 mg/kg; normative AP decline w/maturity was suppressed in males @ 10 mg/kg
& infemaes @ 2 mg/kg; danine aminotransferase was eevated @ HD; absolute & relative liver wis.
were devated in both sexes at the 2 top doses; kidney showed evidence of increased wt. @ HD and
thyroid at the top 2 doses; HD uterus wits. were suppressed; ophthalmoscopy, urinalysis, & necropsies
were negative; histopath. revealed homogeneity of hepatocytic cytoplasm @ 50 & 300 mg/kg (3/4 & 4/4,
both sexes), intracytoplasmic eosinophilic bodies @ 50 (1 female) & 300 mg/kg (all dogs); NOAEL, M
=10 mg/kg/day (ataxia & subdued mood), F = 50 mg/kg/day (ataxia & subdued mood); NOEL, M/F =
10 mg/kg/day (dlevated liver & thyroid wis. & AP activity); Acceptable. (Rubin, 5/5/95)

21/28-Day Repested Dosing Dermd Toxicity Study

52008-039; 178038; “T75 Buprofezin: Toxicity Study by Derma Application to CD Ratsfor 24 Days
Followed by a 2-Week Revershility Period.”; (C.R. Willoughby; Pharmaco LSR, Toxicology Services
Worldwide, Eye, Suffolk, IP 23 7 PX, England; Report No. 94/NHHO076/1040; 6/29/95); The skin of 5
CD rats/sex/group was treated for 6 hours/day for 24 days with 0, 100, 300 or 1000 mg/kg/day of
Buprofezin Technica (batch no. 2AD0004P, purity: 99.0%) under an occlusve wrap. The test material
was suspended in a 2% gum arabic agueous solution. In addition, 5 animas/'sex were included in the
control and high dose groups and held for 2 more weeks after the termination of the dosing. No desths
occurred in the study. No treatment-related effects on clinica sgns, mean body weight, food
consumption, hematology, clinica chemidry, or urindysis were noted. 1n the necropsy, the mean rlaive
kidney weight was increased for the 1000 mg/kg females (p<0.05). In the histology examination, there
was an increased incidence of focal hepatocd lular necrosis for the 1000 mg/kg females (0: 1/5, 1000:
3/5). Theanimasin the revershility phase were observed, their body weight and food consumption were
messured and organ weights were recorded. No treatment-rel ated effects were noted. No adver se
effect indicated. NOEL : Systemic (M) 1000 mg/kg/day (based upon no trestment-related effects at
highest dose tested); (F) 300 mg/kg/day (based upon increased incidence of foca hepatocd lular necrosis
in the 1000 mg/kg femaes); Dermal (M/F) 1000 mg/kg (based upon no trestment-related effects at the
highest dose tested); Study acceptable. (Moore, 3/1/01)

METABOLISM STUDIES

Andysis of buprofezin metabolism in rats was separated into 3 supplementa studies asindicated below.
Buprofezin is rapidly absorbed and excreted (>90% in 48 hr). One study showed that 70-74% of the
administered radioactive dose was detected in feces and 21-25% in urine & 96 hr. Another study
showed that <1% of the dose remained in the body by 7 days. There was no evidence for
biocaccumulation following multiple dietary dosing. 1solated metabolites indicate hydroxylation of the
phenyl ring, oxidation of sulfur, and cleavage of the thiadiazin ring followed by conjugation are possible
metabolic pathways. Collectively, these three sudies provide adequate data to satisfy current
requirements for an acceptable anima metabolism study.

Metabolism, Rat
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52008-011; 126893a; 851; "Buprofezin: Absorption, Distribution, Metabolism and Elimination in the Ret;
part 1, The Fate of 14 C-Buprofezin in Anima (Rat) (includes addendum)” by T. Sugimoto et al; Ingtitute
of Life Science Research, Nihon Nohyaku Co., Ltd., Osaka, Japan; study 1D #NNI- BUPROF- EUP-26;
11/10/92 (original report: 5/82); [14C-phenyl]- buprofezm (2 or 22.5 mCi/mmol; >97% radiochemica
purity) sugpended in 1 ml of olive oil was administered by gavage to fasted ani mdsa 10 & 100 mg/kg
(number of animds varied with the experiment); over 90% of administered dose was excreted by 48 hr at
both concentrations; by 96 hr at both concentrations, 70- 74% of dose excreted in feces (though a delay
at the high dose relatjve to the low dose was noted through 24 hr), 21-25% in urine, very low amounts
excreted as expired 14C-CO 2; & 10 mg/kg, 12% of the parent compound was excreted into the feces,
Cmax 1n blood occurred @ 9 hr for both doses after which concentrations declined biphasically (tg 5
=13 & 60 hr); peak levels of radiolabd occurred in tissues @ 5-9 hr post dose, after which tissue levels
decreased biphasicaly with atg 5 of 3.5-15 hr & 15-72 hr for the 2 phases; by 96 hr tissue residue
levels were low; metabolite studies reveded hydroxylation of the phenyl ring, oxidation of sulfur, and
cleavage of the thiadiazin ring, with evidence of glucuronic and sulfuric conjugation; Supplemental.
(Rubin, 6/12/95)

52008-011; 126893Db; 851; ' Buprofezm Absorption, Digtribution, Metabolism and Elimination in the Rét;
part 2, The Metabolism of [14]C-Buprofezin in the Rat" by C. Caey & B.D. Cameron; Inveresk
Research International, M ussel burgh, Scotland; project #136463 (NNI-BUPROF-EUP-26); 11/10/92
(original report: 10/25/88) 4C-buprofezin (lot #CP-845; radiochemical purity >97%) administered by
gavage to 5/sex/dose at 10 & 100 mg/kg; in maes, 90-91% of dose diminated by 48 hr (20-21%in
urine, 69-71% in feces); in females, 87-89% of dose diminated by 48 hr (13-14% in urine, 73-76%in
feces); dimination faster in maes during 1st 24 hr, but equaized by 48 hr; <1% of dose remained in body
by 7 days, y30% of male dose and y38% of female dose recovered in bile at 24 hr; chromatography of
urine, bile, & fecesindicated extensve conjugation; bile cannulation of 3M/3F reveded that feca
metabolites were likely of bile origin; Supplemental. (Rubin, 6/12/95)

52008-011; 126893c; 851; Buprofezin: "Absorption, Distribution, Metabolism and Elimination in the Rat;
part 3, Accumulation of Buprofezin in Rats' by T. Sugaya; Inditute of Life Science Research, Nihon
Nohyaku Co., Ltd., Osaka, Japan; study 1D #NNI-BUPROF-EUP-26; 6/90; male rats fed diet
containing buprofezin at 200 or 1000 ppm for up to 24 weeks; 3/dose were sacrificed on days 2 and 4
and onweeks 1, 2, 4, 8, 12, 16, & 24; buprofezin levels measured by gas-liquid chromatography after
extraction from blood, brain, liver, kidney, adipose tissue, & muscle; detection limit: 0.1 ppm; 200 ppm:
only adipose tissue atained levels high enough to consstently detect, remaining stable between 4 days &
24 weeks at a mean concentration of .43-1.10 ppm; an occasiona animal showed detectable levelsin
liver, while kidney, muscle, & brain never showed detectable levels; 1000 ppm: adipose tissue peaked at
10.53 ppm on day 4, declining to 3.40 ppm at 24 weeks, liver retained a stable concentration of
0.21-0.96 over the entire period; kidneys were near or below the detection limit for 8 weeks and
undetectable thereafter; brain was near or below the detection limit for 1 week and undetectable
thereafter; muscle was near or below the detection limit for 2 weeks and undetectable theresfter (no
measurement at 4 weeks); test article thus did not accumulate in any tissue at either concentration;
Supplemental. (Rubin, 6/14/95)



